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DEPARTMENT  OF  HEALTH  AND 
HUMAN  SERVICES 

Food  and  Drug  Administration 

21  CFR  Part  601 
[Docket  No.  80N-0523] 

Reclassification  Procedures  to 
Determine  That  Licensed  Biological 
Products  are  Safe,  Effective,  and  Not 
Misbranded  Under  Prescribed, 
Recommended,  or  Suggested 
Conditions  of  Use;  Proposed  Revision 

agency:  Food  and  Drug  Administration. 
ACTION:  Proposed  rule. 

SUMMARY:  The  Food  and  Drug 
Administration  (FDA)  proposes  to  revise 
the  existing  regulations  governing  the 
review  and  classification  of  biological 
products  and  issue  new  regulations  to 
reclassify  Category  IIIA  biological 
products  as  either  safe,  effective,  and 
not  misbranded  (Category  I),  or  unsafe, 
ineffective,  or  misbranded  (Category  H). 
The  agency  further  proposes  to  permit 
interim  marketing  pending  completion  of 
clinical  studies  of  any  biological  product 
reclassifed  into  Category  II  for  which 
there  is  a  compelling  medical  need  and 
no  suitable  alternative  therapeutic, 
prophylactic,  or  diagnostic  agent. 

DATES:  Comments  by  March  17, 1981:  if 
a  final  rule  based  on  this  proposal  is 
issued,  the  agency  proposes  that  it 
become  effective  on  the  date  of 
publication. 

ADDRESS:  Written  comments  to  the 
Dockets  Management  Branch  (formerly 
the  Hearing  Clerk’s  office]  (HFA-305), 
Food  and  Drug  Administration,  Rm.  4- 
62,  5600  Fishers  Lane,  Rockville,  MD 
20857. 

FOR  FURTHER  INFORMATION  CONTACr. 

Albert  Rothschild,  Bureau  of  Biologies 
(HFB-620),  Food  and  Drug 
Administration,  560Q  Fishers  Lane, 
Rockville,  MD  20857,  301-443-1306. 

SUPPLEMENTARY  INFORMATION: 

I.  General  Background 

In  the  Federal  Register  of  February  13, 
1973  (38  FR  4319).  the  Commissioner  of 
Food  and  Drugs  promulgated  §  601.25 
(21  CFR  601.25]  which  established 
procedures  for  the  review  of  all 
biological  products  license  prior  to  July, 
1972.  The  propose  of  the  biologies 
review  was  to  determine  whether  the 
licenses  for  the  biological  products 
reviewed  met  contemporary  standards 
of  safety,  purity,  and  potency  (the 
statutory  standard  for  licensing 
biological  products  under  section  351  of 
the  Public  Health  Service  Act  (42  U.S.C. 


262]].  The  biologies  review  was  also 
intended  to  determine  whether  the 
biological  products  reviewed  are 
effective  for  their  labeled  uses  and 
therefore  not  misbranded  within  the 
meaning  of  section  502(a]  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  (the  act] 
(21  U.S.C.  352(a]]. 

Under  §  601.25,  the  Commissioner 
assigned  responsibility  for  the  initial 
review  of  all  biological  products 
licensed  prior  to  1972  to  six  independent 
advisory  review  panels  consisting  of 
non-FDA  qualified  experts.  Each  of  the 
advisory  review  panels  was  assigned  to 
review  a  specific  category  of  biological 
products,  lliese  panel  assignments  were 
published  in  the  Federal  Register  of  June 
19, 1974  (39  FR  21176).  The  six  categories 
of  biological  products  to  which  the 
panels  were  assigned  are:  (1)  Bacterial 
vaccines  and  bacterial  antigens  with 
“no  U.S.  standards  of  potency,”  (2) 
bacterial  vaccines  and  toxoids  with 
“U.S.  standards  of  potency,”  (3)  viral 
and  rickettsial  vaccines,  (4)  allergenic 
extracts,  (5)  skin  test  antigens,  and  (6) 
blood  and  blood  derivatives. 

Each  panel  was  charged  with 
preparing  an  advisory  report  to  the 
commissioner  which  was  to:  (1) 

Evaluate  the  safety  and  efiectiveness  of 
the  biological  product;  (2)  review  the 
labeling  of  the  biological  product;  and 
(3)  advise  the  Commissioner  on  which 
biological  products  under  review  are 
safe,  effective,  and  not  misbranded.  See 
§  601.25(e]. 

Each  advisory  review  panel  report  is 
to  include  a  statement  classifying 
products  into  one  of  the  three  following 
categories; 

1.  Category  1:  Biological  products 
determined  by  the  panel  to  be  safe, 
effective,  and  not  misbranded.  The 
panel's  statement  may  include  any 
condition  relating  to  active  components, 
labeling,  tests  required  prior  to  release 
of  batches,  product  standards,  or  other 
conditions  necessary  or  appropriate  for 
their  safety  and  effectiveness.  See 

§  601.25(e](l]. 

2.  Category  II:  Biological  products 
determined  by  the  panel  to  be  unsafe, 
ineffective,  or  misbranded.  See 

§  601.25(e](2]. 

3.  Category  III:  Biological  products 
determined  by  the  panel  not  to  fall 
within  either  Category  I  or  II  because 
the  available  data  are  insufficient  for 
classification  and  further  testing  is 
therefore  required.  See  §  601.25(e](3]. 
These  products  fall  into  two 
subcategories; 

a.  Category  IIIA:  Biological  products 
recommended  for  continued  licensing, 
manufacturing,  and  marketing  while 
questions  raised  concerning  the 
products  are  being  resolved  by  further 


study.  This  recommendation  is  based  on 
an  assessment  of  the  present  evidence 
of  safety  and  effectiveness  of  the 
product  and  the  potential  benefits  and 
risks  likely  to  result  from  the  continued 
use  of  the  product  for  a  limited  period  of 
time. 

b.  Category  IIIB:  Biological  products 
that  a  panel  recommends  should  not  be 
marketed  and  should  not  be  licensed  for 
general  use  while  further  studies  are 
undertaken. 

After  reviewing  the  conclusions  and 
recommendations  of  an  advisory  review 
panel,  FDA  publishes  a  proposed  order 
in  the  Federal  Register  containing:  (1)  A 
statement  designating  the  biological 
products  reviewed  into  Category  I,  II, 

IIIA  or  IIIB;  (2)  a  statement  of  the 
conditions  under  which  Category  IIIA 
biological  products  can  continue  to  be 
marketed;  and  (3)  the  complete  panel 
report  to  FDA.  See  §  601.25(f].  After 
reviewing  comments  addressed  to  the 
proposed  order,  the  agency  publishes  a 
final  order.  See  §  601.25(g]. 

The  current  status  of  the  biologies 
review  is  as  follows: 

1.  The  Commissioner's  final  order  on 
the  report  of  the  Panel  on  Review  of 
Bacterial  Vaccines  and  Bacterial 
Antigens  with  “no  U.S.  Standards  of 
Potency”  was  published  in  the  Federal 
Register  of  January  5, 1979  (44  FR  1544] 
and  placed  eight  products  in  Category 
ULA  because  of  questions  about  their 
effectiveness  (not  safety).  Of  those  eight 
Category  IIIA  products,  only  two  are 
being  marketed.  The  licenses  for  other 
products  classified  in  Category  IIIA  by 
this  panel  have  been  revoked  at  the 
manufacturer’s  request.  The  testing 
recommended  by  &e  panel  is  under  way 
for  those  Category  IIIA  products  being 
marketed. 

2.  The  Commissioner's  final  order  on 
the  report  of  the  Skin  Test  Antigens 
Panel  was  published  in  the  Federal 
Register  of  July  10, 1979  (44  FR  40284] 
and  placed  five  biological  products  in 
Category  IIIA  because  of  questions 
about  their  effectiveness  (not  safety).  Of 
those  five  Category  IIIA  products,  only 
three  are  being  marketed.  The  licenses 
for  those  other  products  classified  in 
Category  IIIA  have  been  revoked  at  the 
manufacturers’  request.  The  testing 
recommended  by  the  panel  is  under  way 
for  those  Category  IIIA  products  being 
marketed. 

3.  FDA’s  proposed  order  on  the  report 
of  the  Panel  on  Review  of  Viral  and 
Rickettsial  Vaccines  was  published  in 
the  Federal  Register  of  April  15, 1980  (45 
FR  25652).  In  that  proposal,  five  products 
were  classified  in  Category  IIIA.  Only 
one  of  those  five  products  was  being 
marketed  when  the  panel  submitted  its 
report  and,  in  any  event,  all  five  product 
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licenses  are  now  revoked  at  the 
manufacturers’  request.  See  21  CFR 
601.5(b)(2). 

4.  Tlie  agency  has  yet  to  issue 
proposed  orders  for  die  reports  of  the 
Panels  on  Review  of  Bacterial  Vaccines 
and  Toxoids  with  “U.S.  Standards  of 
Potency”  and  the  Review  of  Blood  and 
Blood  Derivatives.  These  Panels  have 
submitted  their  final  reports  to  FDA  and 
these  reports  recommended  that  a  small 
number  of  products  reviewed  by  these 
Panels  be  placed  in  Category  UIA. 
(Copies  of  these  reports  have  been 
placed  on  file  with  FDA’s  Dockets 
Management  Branch.)  FDA  plans  to 
issue  proposed  orders  based  on  these 
panel  reports  prior  to  issuance  of  any 
final  rule  for  reclassification  of  Category 
lUA  products. 

5.  The  agency  expects  that  the  report 
of  the  Panel  on  Review  of  Allergenic 
Extracts  will  be  completed  in  die  near 
future.  Discussions  of  the  Panel  at  both 
open  and  closed  sessions,  and  the  Panel 
minutes  indicate  that  the  vast  majority 
of  allergenic  products — more  than  8,000 
specific  company  products  (about  1,800 
generic  products)  were  reviewed — will 
be  placed  in  what  is  now  designated  as 
Category  UIA. 

n.  Health  Research  Group  Peddon  to 
Eliminate  Category  UIA 

On  February  19, 1980,  Sidney  Wolfe, 
M.D.,  Director  of  the  Public  Citizen 
Health  Research  Group  (HRG),  a 
consumer  research  and  advocacy 
organization  concerned  with  the  safety 
.and  efficacy  of  drugs,  filed  a  petition 
under  21  CFR  10.30  requesting  that  FDA 
begin  procedures  to  remove  from  the 
market  all  biological  products  which 
have  not  been  shown  to  be  effective.  (A 
copy  of  the  HRG  petition  has  been 
placed  on  file  with  FDA’s  Dockets 
Management  Branch.)  The  petitioner 
expressed  the  opinion  that  the 
marketing  of  such  products  is 
inconsistent  with  two  decisions  of  the 
United  States  District  Court  for  the 
District  of  Columbia,  American  Public 
Health  Association  v.  Veneman,  349  F. 
Supp.  1311  (D  D.C.  1972)  and  Cutlery. 
Kennedy,  475  F.  Supp.  838  (D.D.C.  1979). 
Specifically,  HRG  requested  that  the 
Category  UIA  designation  of  the 
biologies  review  be  eliminated.  In 
addition,  HRG  contended  that  biological 
products  are  subject  to  the  new  drug 
provisions  of  the  act  and  that  the 
standard  for  determining  their 
effectiveness  was  that  prescribed  for 
new  drugs,  namely,  “substantial 
evidence”  consisting  of  “adequate  and 
well-controlled  clinical  investigations 
*  *  21  U.S.C.  355(e). 

The  Commissioner  responded  to  the 
HRG  petition  on  August  19, 1980.  (A 


copy  of  the  Commissioner’s  response 
has  been  placed  on  file  with  FDA’s 
Dockets  Management  Branch.)  In  his 
response,  the  Commissioner  stated  that 
“While  I  do  not  agree  with  the 
petitioner’s  arguments  as  to  the 
applicable  law,  I  have  nevertheless 
tentatively  decided  to  amend  the 
regulations  governing  the  biologies 
review  (21  CFR  601.25)  and,  as 
appropriate,  establish  new  procedural 
regulations,  in  order  to  eliminate  the 
Category  IIIA  designation  and  to 
proceed  to  either  reaffirm  or  initiate 
proceedings  to  revoke  affected 
licenses.” 

By  letter  dated  August  26, 1980,  HRG 
contended  that  the  Commissioner’s 
August  19, 1980  response  was 
incomplete  because  it  did  not  contain  an 
explanation  of  why  the  agency  had  been 
unable  to  reach  a  final  decision  on  the 
petition.  The  HRG  letter  further  asserted 
that  biological  products  are  subject  to 
the  new  drag  provisions  of  the  act,  21 
U.S.C.  355. 

In  a  response  dated  September  18, 
1980,  the  Commissioner  explained  that 
the  agency’s  August  19, 1980  response 
was  appropriately  denominated . 
“tentative”  because  FDA  had  not  made 
a  final  decision  as  to  which  procedures 
would  be  used  to  eliminate  Category 
UIA.  (A  copy  of  the  Commissioner’s 
September  18, 1980  response  has  been 
placed  on  file  with  FDA’s  Dockets 
Management  Branch.) 

The  Commissioner's  response  also 
rejected  HRG’s  legal  argument  that  the 
new  drug  provisions  of  the  act  apply  to 
biological  products.  The  Commissioner 
explained  that  FDA  regulations  make 
clear  that  biological  products  have 
never  been  subject  to  the  new  drug 
provisions  of  the  act  See  21  CFR  310.4 
(1980).  The  Commissioner’s  response 
further  stated  that 

While  the  agency  has  affirmed  many  times 
that  biological  products  are  drugs  within  the 
meaning  of  the  act,  they  are  not  subject  to  the 
new  drug  provisions.  Rather,  biological 
products  have  been  regulated  for  nearly  80 
years  under  the  Biologies  Control  Act  of  1902, 
recodified  in  1944  as  §  351  of  the  Public 
Health  Service  Act,  42  U.S.C.  282.  Like  new 
drugs,  biological  products  must  be  licensed 
before  they  can  be  marketed.  However,  the 
critiera  for  maHceting  biological  products 
imder  §  351  of  the  Public  Health  Service  Act 
are  that  they  have  been  shown  to  be  safe, 
pure,  and  potent.  These  differ  from  the 
statutory  criteria  for  new  drugs  under  the 
Federal  Food,  Drug,  and  Cosmetic  Act.  While 
it  is  clear  that  as  dnjgs  biological  products 
are  misbranded  if  they  are  not  effective  for 
their  labeled  uses,  and  that  the  applicable 
statutory  requirement  for  potency  in  the 
Public  Healdi  Service  Act  has  been 
interpreted  as  requiring  that  a  product  be 
effective,  the  specific  statutory  criteria 
governing  new  drugs,  “adequate  and  well- 


controlled  clinical  studies,”  have  not  been 
applied  to  biological  drugs.  Compare  21  CFR 
600.3(s]  with  21  CFR  Part  314. 

Finally,  the  response  stated  that  FDA 
would  propose  amendments  to  the 
biologies  review  regulations  and/or  new 
procedural  regulations,  as  necessary,  to 
eliminate  the  Category  IIIA  designation 
by  or  before  December  31, 1980. 

in.  The  Procedures  For  Reclassification 
of  Category  IHA  Biological  Products  into 
Category  I  or  H 

The  Category  UIA  designation  reflects 
a  determination  that  there  are  doubts 
about  whether  the  data  are  sufficient  to 
support  an  action  by  the  agency  to 
revoke  a  license  and  that,  based  on  an 
assessment  of  the  present  evidence  of 
safety  and  effectiveness  of  a  product, 
the  potential  benefits  outweigh  the 
potential  risks  likely  to  result  from 
continued  use  of  a  product  for  a  limited 
period  of  time.  See  §  601.25(f)(3).  The 
Category  UIA  designation  does  not. 
however,  reflect  a  finding  that  the 
biologies  license  for  a  pr^uct  should  be 
with^awn  because  it  does  not  meet  the 
statutory  standard  for  approval  of  a 
biologies  license.  To  eliminate  Category 
UIA,  the  data  for  each  Category  UIA 
biological  product  will  therefore  need  to 
be  reviewed  again  to  determine  whether 
the  product  should  be  classified  in 
Category  I  or  U.  FDA  believes  that  there 
may  be  products  now  classified  in 
Category  lUA  that  can  and  should  be 
reclassified  into  Category  U  and 
removed  from  the  marketplace.  FDA  is 
therefore  proposing  to  eliminate  the 
Category  UIA  designation  from  §  601.25 
(by  deleting  §  601.25(e)(3),  (f)(3)  and  (h)), 
and  to  establish  procedures  for  the 
review  and  reclassification  of  all 
Category  UIA  products.  These 
procedures  are  analogous  to  the 
procedures  established  in  §  601.25  for 
the  1972  biologies  review  (described 
above). 

Under  the  proposed  procedures, 
panels  of  non-FDA  qualified  experts 
would  submit  to  the  Commissioner  a 
report  containing  the  panel’s 
conclusions  and  recommendations  as  to 
whether  the  Category  UIA  products 
reviewed  should  be  placed  in  Category  I 
or  U.  The  deliberations  of  the  panels 
would  be  governed  by  S  601.25(c)  and 
their  final  reports  by  §  601.25(e). 
(Sections  601.25  (c)  and  (d)  govern  the 
deliberations  of  the  existing  panels 
involved  in  the  1972  biologies  review.) 

The  procedure  for  the  Commissioner’s 
consideration  of  panel  recommendations 
and  the  issuance  of  proposed  and  final 
orders  would  be  the  same  as  the 
procedures  currently  followed  as  part  of 
the  biologies  review.  See  §  601.25  (f)  and 
(g)- 
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As  part  of  the  reclassification  process, 
the  advisory  review  panels  could 
recommend  that  a  biological  product 
reclassified  into  Category  II  should 
remain  on  the  market  pending  the 
completion  of  further  clinical  studies,  if 
the  panel  finds  that  there  is  a  compelling 
medical  need  and  no  suitable  alternative 
therapeutic,  prophylactic,  or  diagnostic 
agent  for  the  product.  This 
determination  would  involve 
consideration  of  the  seriousness  of  the 
condition  the  product  is  intended  to 
treat,  prevent,  or  diagnose  and  the 
likelihood  that,  based  on  existing  data, 
the  effectiveness  of  the  product  can 
eventually  be  established  by  further 
testing  and  new  test  development.  After 
consideration  of  the  recommendations, 
FDA  would  include  in  the  proposed 
order  designating  all  reclassified 
Category  I  or  n  products,  a  proposal 
agreeing  or  disagreeing  with  the  panel’s 
recommendations.  After  consideration 
of  comments  on  the  proposal,  FDA 
would  publish  a  final  order.  Following 
issuance  of  a  final  order,  FDA  would 
issue  notices  of  opportunity  for  hearing 
proposing  to  revoke  the  licenses  of  those 
Category  11  products  for  which  interim 
marketing  is  not  permitted. 

The  agency  strongly  emphasizes  that 
the  proposed  provision  for  interim 
marketing  of  certain  medically 
necessary  Category  II  biological 
products  is  quite  different  from  Category 
UIA.  Category  IILA  is  a  broad 
classification  that  permits  the  continued 
marketing  of  products  even  though  those 
products  might  not  be  a  medical 
necessity  or  might  be  intended  to  treat  a 
condition  for  which  there  Is  suitable 
alternative  therapy.  Thus,  many,  if  not 
all,  of  the  products  which  have  been 
classified  in  Category  IIIA  may  well  fail 
to  meet  the  strict  criteria  the  agency  is 
establishing  for  the  continued  marketing 
of  a  product  under  Category'  11  pending 
further  testing.  Indeed,  the  agency  is 
hopeful  that  it  will  not  need  to  invoke 
this  provision.  However,  the  agency  also 
believes  that  it  is  in  the  best  interests  of 
the  public  to  allow  interim  marketing  of 
biological  products  that  are  medically 
necessary  and  for  which  there  is  no 
suitable  alternative  therapy  pending  the 
completion  of  clinical  studies. 

FDA  believes  that  it  has  legal 
authority  to  permit  the  continued 
marketing  pending  testing  of  Category  n 
products  that  meet  these  criteria.  FDA  is 
eliminating  Category  IIIA  for  policy 
reasons  and  not  because  of  any  lack  of 
legal  authority.  FDA  does  not  believe 
that  the  cases  relied  on  by  HRG 
preclude  the  continued  marketing  of 
medically  necessary  biological  products 
even  though  those  products  have  been 


found  not  to  meet  the  statutory  standard 
for  approval  of  a  biologies  license. 

The  first  case,  American  Public 
Health  Association  v,  Veneman,  349  F. 
Supp.  311  (D.D.C.  1972],  involved  a 
challenge  to  FDA’s  administration  of 
section  505  of  the  act.  The  Court  held 
that  once  FDA  concluded  that  a  drug  did 
not  meet  the  threshold  statutory 
standard  for  approval  of  a  new  drug 
application,  FDA  was  required  to  begin 
procedures  to  remove  the  product  from 
the  market.  Id.  at  1315.  The  Court  based 
its  holding  on  the  following: 

[T]he  statute  states  unequivocably  that  the 
Secretary  shall  *  *  *  withdraw  approval  of 
an  application  with  respect  to  any  drug  under 
this  section  if  the  Secretary  finds  *  *  *  that 
there  is  a  lack  of  substantial  evidence  that 
the  drug  will  have  the  effect  it  purports  or  is 
represented  to  have  under  the  conditions  of 
use  prescribed  *  *  *  21  U.S.C.  355  *  *  *. 
***** 

Thus,  it  could  not  be  clearer  that  the 
Secretary  must  begin  the  procedures  to 
withdraw  a  drug  when  he  concludes  that 
there  is  no  substantial  evidence  of 
effectiveness. 

Id.  at  1315.  (Emphasis  in  original.) 

The  action  FDA  proposes  to  take  in 
this  document  is  distinguishable  from 
Veneman  because  there  is  no  statutory 
provision  similar  to  section  505  of  the 
act  that  applies  to  biological  products. 
The  Public  Health  Service  Act  does  not 
mandate  the  revocation  of  licenses  upon 
specific  conditions,  but  rather  provides 
that  biologies  licenses  “shall  be  issued, 
suspended,  and  revoked  as  prescribed 
by  regulations  *  *  42  U.S.C.  262(d). 

Tlius,  Congress  gave  FDA  discretion  to 
determine  when  and  in  what  manner 
licenses  should  be  revoked. 

Die  regulations  governing  the 
revocation  of  a  license  provide  that  the 
Commissioner  shall  notify  a  licensee  of 
its  intention  to  revoke  a  license  if  the 
Commissioner  concludes  that  the 
licensed  product  is  not  safe  and 
effective  for  all  of  its  intended  uses  or  it 
is  misbranded  with  respect  to  any  such 
use.  See  21  CFR  601.5(b)(6).  The 
regulations  further  provide  that; 

*  *  *  the  notification  required  in  this 
paragraph  shall  provide  a  reasonable  period 
for  the  licensee  to  demonstrate  or  achieve 
compliance  with  requirements  of  this  chapter, 
before  proceedings  will  be  instituted  for  the 
revocation  of  a  license.  *  *  * 

21  CFR  601.5(b)(6). 

Thus,  the  statutory  and  regulatory 
scheme  for  revocation  of  biologies 
licenses  is  quite  different  from  the 
statutory  scheme  for  withdrawal  of  new 
drug  applications  and  the  former  scheme 
authorizes  the  interim  marketing  of  a 
biological  product  pending  the 
completion  of  testing  designed  to 


demonstrate  that  the  product  meets 
statutory  standards  for  licensing. 

The  Veneman  case  is  also 
distinguishable  because  it  involved 
drugs  marketed  under  new  drug 
applications  approved  prior  to  1962 
when  the  effectiveness  requirement  was 
added  to  section  505.  Those  drugs, 
therefore,  had  never  been 
administratively  determined  to  meet  the 
“substantial  evidence"  standard  of 
effectiveness.  In  marked  contrast,  all  of 
the  biological  products  subject  to  the 
biologies  review  have  been  found  by 
FDA  to  be  safe,  pure,  and  potent,  the 
standard  set  by  the  Public  Health 
Service  Act. 

Even  if  the  holding  in  Veneman  did 
apply  to  the  biologies  review,  it  does  not 
prohibit  FDA  from  permitting  the 
continued  marketing  of  a  limited 
category  of  medically  necessary  durgs 
pending  the  completion  of  clinical 
studies.  The  Court  in  Veneman  did  not 
declare  the  review  scheme  illegal,  but 
rather  prepared  a  timetable  for 
compliance.  The  Court’s  order  included 
the  provision  that  “(a)  limited  number  of 
drugs  may  remain  on  the  market 
pending  completion  of  scientific  studies 
to  determine  effectiveness  where  there 
is  a  compelling  justification  of  the 
medical  need  for  the  drug.”  Reported  in 
Kleinfeld,  Kaplan,  and  Weitzman, 
“Federal  Food,  Drug,  and  Cosmetic  Act 
1969-1974"  at  549.  ’Hius,  the  Veneman 
case  fully  supports  the  action  FDA 
proposes  to  take  with  respect  to 
biological  products  for  which  there  is  a 
medical  need  and  no  suitable  alternative 
therapy. 

In  a  subsequent  judicial  decision, 
Hoffman-La  Roche,  Inc.  v.  Weinberger, 
425  F.  Supp.  890  (D.D.C.  1975),  Judge 
June  Creen  followed  the  precedent  set  in 
the  Veneman  decision.  In  Hoffman-La 
Roche,  Judge  Creen  invalidated  an  FDA 
policy  that  allowed  manufactiirers  of 
certain  new  drugs  that  had  been  found 
to  be  effective  by  the  National  Academy 
of  Sciences/National  Research  Council 
to  be  marketed  upon  submission,  but 
before  approval  of  a  new  drug 
application.  Following  issuance  of  this 
decision,  FDA  argued  that  the  language 
of  the  Court’s  decision  could  be 
construed  to  prohibit  FDA’s  established 
use  of  the  new  drug  procedures  to 
require  a  holder  of  a  new  drug 
application  (NDA)  to  perform  further 
testing  on  a  drug  by  initiating 
proceedings  to  withdraw  approval  of  the 
NDA  under  section  505(e).  of  the  act. 
FDA  contended  that  the  Court’s  decision 
might  require  FDA  to  effectuate  removal 
from  the  marketplace  of  such  drugs — 
even  though  medically  necessary — ^in 
advance  of  completion  of  studies.  In 
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response  to  this  argument.  Judge  Green 
issued  a  supplementary  order  (No.  75- 
0270,  filed  Nov.  7, 1975J  providing  that: 

'  *  •  *  nothing  *  *  •  shall  prevent 

defendants,  upon  making  *  *  *  a 
determination  that  prescription  new  drugs  in 
the  following  categories  are  medically 
necessary,  horn  allowing  such  drugs  to 
continue  to  be  marketed  pending  completion 
of  scientific  studies  required  for  an 
evaluation  of  their  safety  and  efiectiveness: 

(a)  Drugs  covered  by  approved  new  drug 
applications  with  respect  to  which  new 
information  causes  defendants  to  initiate 
proceedings  to  withdraw  approvals  of 
applications  pursuant  to  provisions  of  21 
U.S.C.  355(e)  *  *  *. 

(A  copy  of  Judge  Green’s  order  has 
been  placed  on  file  with  FDA's  Dockets 
Management  Branch.) 

Judge  Green  thus  allowed  FDA  to 
permit  continued  marketing  of  medically 
necessary  drugs  pending  the  completion 
of  clinicd  studies,  even  though 
proceedings  had  been  initiated  to 
withdraw  approval  of  the  drug’s  new 
drug  application  under  section  505(e)  of 
the  act. 

The  second  case  relied  on  by  HRG, 
Cutler  V.  Kennedy,  475  F.  Supp.  838 
(D.D.C.  1979),  is  also  inapposite.  The 
Cutler  case  involved  FDA’s  OTC  drug 
review.  The  Court  declared  unlawful  a 
procedure  by  which  FDA  permitted  the 
continued  marketing  of  dnigs  requiring 
further  testing  (OTC  Category  nf). 
However,  most  of  the  OTC  dnigs 
marketed  after  1962  had  been  marketed 
without  a  license  or  an  approved  NDA. 
Judge  Sirica  placed  great  reliance  on  the 
fact  that  there  was  no  previous 
administrative  determination  that  the 
Category  III  OTC  drugs  met  the 
applicable  statutory  standard: 

The  Commissioner’s  OTC  regulations 
formally  authoiue  the  continued  marketing  of 
Category  III  drug  products  in  the  absence  of 
an  administrative  determination  that  those 
products  are  today  generally  recognized  by 
experts  as  safe  and  effective.  This  flies  in  the 
face  of  the  statutory  scheme. 

475  F.  Supp.  at  854. 

Biological  products,  on  the  other  hand, 
have  already  been  administratively 
determined  to  have  met  the  statutory 
criteria  of  the  Public  Health  Service  Act. 

Moreover,  the  Category  III  OTC  drug 
designation  does  not  involve  a  finding 
that  those  drugs  were  medically 
necessary.  Category  IB  for  OTC  drugs  is 
therefore  distinguishable  fi'om  the 
interim  marketing  provisions  proposed 
here  as  well  as  the  provisions  involved 
in  the  Veneman  and  Hoffman-La  Roche 
cases. 

FDA  believes  that  it  has  authority  to 
permit  the  interim  marketing  pending 
the  completion  of  clinical  stupes  of 
biological  products  reclassified  from 


Category  UIA  to  Category  n  if  those 
products  are  medically  necessary  and 
meet  the  other  proposed  criteria. 

IV.  Proposed  Revision  of  the  Regulatory 
Standard  for  Reclassification  of 
Category  IIIA  Products 

The  regulations  governing  the  1972 
biologies  review  contained  a  standard 
for  determining  the  effectiveness  of  the 
products  reviewed.  See  §  601.25(d)(2). 
FDA  proposes  to  use  the  scune 
regulatory  standard  for  reclassification 
of  Category  lUA  biologies.  FDA  has, 
however,  in  preparing  the  proposal, 
reexamined  this  standard  to  determine  if 
it  can  be  better  defined  to  facilitate  the 
reclassification  process.  FDA  believes 
that  while  the  standard  is  adequate, 
some  explanation  of  the  special 
problems  that  must  be  dealth  with  in 
establishing  the  effectiveness  of  certain 
biological  products  would  be  helpful. 
These  problems  are  particularly  acute 
with  allergenic  extracts  and  these 
products  will  be  used  in  providing 
examples. 

The  Public  Health  Service  act  requires 
that  to  be  licensed  a  biological  product 
must  be  shown  to  be  safe,  pure,  and 
potent  (42  U.S.C.  262).  Although  there  is 
no  specific  requirement  that  biological 
products  be  shown  to  be  effective,  the 
requirement  that  biological  products  be 
shown  to  be  potent  has  been  interpreted 
to  include  the  concept  of  effectiveness. 
The  term  “potency”  is  defined  in  21 CFR 
600.3(s)  to  mean  tiie  specific  ability  or 
capacity  of  a  product,  as  indicated  by 
appropriate  laboratory  tests  or  by 
adequately  controlled  clinical  data 
obtained  though  the  administration  of 
the  product  in  the  manner  intended,  to 
obtain  a  given  result.  This  definition  of 
potency  is  reflected  in  the  effectiveness 
standard  for  the  1972  biologies  review. 
See  21  CFR  601.25(d)(2).  Section 
601.25(d)(2)  provides  that  “adequate  and 
well-contiolled  studies”  need  not  exist 
where  such  studies  are  “not  reasonably 
applicable  to  the  biological  product  or 
essential  to  the  validity  of  the 
investigation,  and  that  an  alternative 
method  of  investigation  is  adequate  to 
substantiate  effectiveness.” 

The  agency  believes  that  the 
evaluation  of  allergenics  presents 
scientific  problems  that  may  often 
require  the  acceptance  of  alternative 
methods  of  testing  to  substantiate 
effectiveness.  The  first  problem  in  the 
testing  of  allergenics  is  that  in  many 
instances  it  is  difficult  to  determine  the 
cause  of  causes  of  alleregic  symptoms 
(e.g.,  sneezing  or  other  respiratiory 
symptoms,  blistering  or  rashes,  or 
indigestion).  The  substances  that  can 
cause  allergies  are  almost  without 
number.  Inhaled  substances  include 


tree,  weed,  and  grass  pollens,  house  and 
factory  dust,  mold  spores,  and  animal 
danders  (skin  or  hair  shed  by  domestic 
animals).  Allergic  symptoms  can  also  be 
caused  by  drugs  and  foods.  A  person 
may  be  allergic  to  more  than  one 
allergen  and  it  may  be  diffiicult  to 
determine  the  identity  of  all  the 
allergens  causing  that  person’s  allergic 
symptoms.  This  can  complicate  the 
testing  of  an  allergenic  product  because, 
if  the  persons  being  tested  are  allergic  to 
allergens  other  than  the  allergen  being 
tested,  the  allergic  symptoms  may 
continue  even  thou^  the  tested 
allergenic  may  be  effective.  These 
factors  can  make  the  classical 
assessment  of  effectiveness  by  an 
“adequate  and  well-controlled  clinical 
trial”  (as  defined  in  21  CFR 
314.111(a)(5))  impractical  or  impossible 
for  particular  allergenics. 

Other  factors  that  can  complicate  the 
testing  of  allergenics  are  variables  such 
as  seasonality,  geography,  spontaneous 
remission  and  the  variability  of  the 
disease  itself.  These  problems  are 
especially  difficult  in  testing  pollen 
allergies  because  pollen  pr^uction  is 
seasonal,  and  will  vary  depending  on 
geographic  location.  The  amount  of 
pollen  production  c€in  also  be  affected 
by  the  amount  of  sun,  rain,  and  wind. 
These  latter  factors  can  not  only  affect 
the  total  pollen  production  for  a  given 
year,  but  also  the  amount  of  pollen  in 
the  air  at  any  particular  time.  As  a 
result,  an  allergenic  being  tested  may 
appear  to  be  effective  when  in  fact  the 
improvement  is  due  to  a  reduction  in  the 
account  of  pollen  in  the  air. 

Another  problem  relates  to  current 
limitations  in  the  state  of  the  art  as 
applicable  to  allergenics.  In  the  case  of 
many,  perhaps  most,  of  the  allergenic 
extracts  it  is  not  possible  with  existing 
technology  to  identify  and  quantitate  all 
active  ingredients. 

FDA  recognizes  that  as  the  state-of- 
the-art  progresses,  the  licensing 
standard  can  become  mare  exacting. 
However,  given  the  current  state-of-the- 
art  of  biologies  testing,  it  may  not  be 
feasible  or  practical  to  require  all 
allergenic  products  to  meet  the 
"adequate  and  well-controlled  studies” 
standard.  Of  course,  even  if  such  studies 
are  not  feasible,  allergenics  must 
nevertheless  be  shown  to  be  safe,  pure, 
and  potent  by  suitable  alternative 
testing  methods.  The  proposed 
effectiveness  standard  provides  that,  for 
such  a  method  to  be  acceptable,  there 
must  be  a  previously  accepted 
correlation  between  data  generated  by 
use  of  the  alternative  testing  method 
and  clinical  effectiveness. 

FDA  believes  that  there  may  be 
suitable  alternative  testing  methods  to 
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establish  that  many  allergencis  meet  the 
statutory  requirements  for  continued 
licensing.  The  use  of  such  alternative 
methods  as  skin  reaction  tests,  *RAST 
(radioallergosorbent  technique)  tests  * 
and  other  appropriate  assays  in  vitro  or 
in  experimental  animals  may  be 
adequate  to  substantiate  effectiveness 
where  such  data  can  be  correlated  with 
clinical  effectiveness.  The  assessment  of 
short  ragweed  and  insect  venom 
allergens  provide  examples.  Each  of 
these  allergenics  has  been  proven 
effective  by  well-controlled  clinical 
trials  and,  fcr  each,  effectiveness  has 
been  shown  to  correlate  with  skin 
reaction  test  response,  RAST  activity 
and  potency  as  determined  by  various  in 
vitro  assays  of  product  ingredients.  The 
advisory  review  panels  used  in  the 
reclassification  process  and  FDA  will 
make  full  use  of  appropriate  data 
provided  by  alternative  methods  in 
making  accurate  determinations  as  to 
whether  the  product  under  review 
should  be  placed  in  Category  I  or  II. 

The  agency  is  not  now  expressing  any 
final  conclusions  as  to  which,  if  any, 
allergenics  or  other  biological  products 
cannot  be  feasibly  tested  in  an  adequate 
and  well-controlled  study  and  whether 
the  correlation  between  data  derived 
from  alternative  methods  is  sufficient  to 
substantiate  a  conclusion  that  the 
license  for  any  particular  product  cannot 
be  revoked.  These  decisions  will  be 
made  in  the  course  of  the 
reclassification  process. 

V.  Implementation  of  Reclassification 
Procedures 

If  this  reclassification  proposal  is 
issued  in  final  form,  the  reclassification 
process  would  begin  immediately  upon 
issuance  of  a  final  rule.  The  agency 
recognizes  that  the  1972  biologies  review 
process  will  probably  not  be  completed 
when  a  final  rule  is  issued.  The  agency 
nevertheless  plans  to  reclassify  all 
Category  IIIA  products  upon  issuance  of 
a  final  rule,  even  if  those  products  are 
not  the  subject  of  final  orders.  Thus,  this 
proposal  provides  that  products 
classified  in  Category  IILA.  by  either 
advisory  review  panel  reports,  proposed 
orders,  or  final  orders  shall,  at  the  time 
this  proposal  is  final,  be  immediately 
submitted  to  the  advisory  review  panels 
responsible  for  reclassification  of 
Category  IIIA  biological  products. 


'  A  skin  reaction  test  involves  injecting  a  diluted 
amount  of  each  individual  allergenic  under  the  skin 
on  the  patient's  arm  or  back.  A  small  raised  red 
area  will  develop  at  the  test  site  in  an  allergic 
person. 

*The  RAST  test  uses  samples  of  a  patient's  blood 
to  determine  the  extent  of  IGE  (a  class  of  blood 
proteins  responsible  for  skin  sensitizing  anti-bodies] 
production  in  response  to  a  particular  allergen. 


Specifically,  the  reclassification  pemels 
would  receive  for  review  all  Category 
IIIA  products  identified  in  FDA’s  (1) 
final  order  on  Skin  Test  Antigens  and 
Bacterial  Vaccines  and  Antigens  with 
"no  U.S.  Standards  of  Potency”;  (2) 
proposed  orders  on  Blood  and  Blood 
Derivatives  and  bacterial  Vaccines  and 
antigens  with  "U.S.  Standards  of 
Potency”;  and  (3)  the  final  report  of  the 
Allergenics  Review  Panel.  (All  products 
classified  in  Categories  I,  II,  and  IIIB  in 
these  documents  would  be  retriewed  by 
FDA  in  accordance  with  the  existing 
biologies  review  regulations  (§  601.25).) 

This  procedure  will  expedite  the 
reclassification  process.  Moreover,  since 
the  reclassification  process  will  include 
notice  and  comment  procedures  the 
public  will  have  an  adequate 
opportunity  to  comment  upon  the 
reclassification  of  those  biological 
products  that  have  not  been  subject  to 
notice  and  comment  procedures  under 
the  existing  biologies  review  procedures. 

VI.  Conclusion 

After  consideration  of  all  comments 
received  in  response  to  this  notice  of 
proposed  rulemaking,  the  agency  will 
decide  whether  to  publish  a  final 
regulation  in  the  Federal  Register 
establishing  the  reclassification 
procedures. 

The  agency  has  determined  pursuant 
to  21  CFR  25.24(d)(10)  (proposed 
December  11, 1979;  44  FR  71742)  that  this 
proposed  action  is  of  a  type  that  does 
not  individually  or  cumulatively  have  a 
significant  impact  on  the  human 
environment  Therefore,  neither  an 
environmental  assessment  nor  an 
environmental  impact  statement  is 
required. 

Therefore,  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  201,  502, 
701,  52  Stat  1040-1042  as  amended, 
1050-1051  as  amended,  1055-1056  as 
amended  by  70  Siat.  919  and  72  Stat  948 
(21  U.S.C.  321,  352,  371)),  the  Public 
Health  Service  Act  (sec.  351,  58  Stat.  702 
as  amended  (42  U.S.C.  262)),  and  the 
Administrative  Procedure  Act  (secs.  4, 
10,  60  Stat.  238  and  243  as  amended;  5 
U.S.C.  553,  702,  703,  704)  and  under 
authority  delegated  to  the  Commissioner 
of  Food  and  Drugs  (21  CFR  5.1),  it  is 
proposed  that  Part  601  be  amended  as 
follows: 

§601.25  [Amended] 

1.  In  §  601.25  Review  procedures  to 
determine  that  licensed  biological 
products  are  safe,  effective,  and  not 
misbranded  under  prescribed, 
recommended,  or  suggested  conditions 
of  use  by  removing  paragraphs  (e)(3), 
(f)(3),  and  (h). 


2.  By  adding  a  new  §  601.26  to  read  as 
follows: 

§  601.26  Reclasslflcatton  procedures  to 
determine  that  licensed  biological  products 
are  safe,  effective,  and  not  misbranded 
under  prescribed,  recommended,  or 
suggested  conditions  of  use. 

This  regulation  establishes  procedures 
for  the  reclassification  of  all  biological 
products  that  have  been  classified  into 
category  IIIA.  A  Category  IIIA  biological 
product  is  one  for  which  an  advisory 
review  panel  has  recommended  under 
§  601.25(e)(3);*  the  Commissioner  has 
proposed  under  §  601.25(f)(3):*  or  the 
Commissioner  has  finally  decided  under 
§  601.25(g)  that  available  data  are 
insufficient  to  determine  whether  the 
product  license  should  be  revoked  or 
affirmed  and  which  may  be  marketed 
pending  the  completion  of  further 
testing.  All  of  these  Category  IIIA 
products  will  either  be  reclassified  into 
Category  I  (safe,  effective,  and  not 
misbranded)  or  Category  II  (unsafe, 
ineffective,  or  misbranded)  in 
accordance  with  the  procedures  set 
forth  below. 

(a)  Advisory  review  panels.  The 
Commissioner  of  Food  and  Drugs  shall 
appoint  advisory  review  panels  and  use 
existing  advisory  review  panels  to'  (1) 
evaluate  the  safety  and  effectiveness  of 
all  Category  IIIA  biological  products;  (2) 
to  review  the  labeling  of  such  products; 
and  (3)  to  advise  the  Commissioner  on 
which  Category  IIIA  biological  products 
are  safe,  effective,  and  not  misbranded. 
These  advisory  review  panels  will  be 
established  in  accordance  with 
procedures  set  forth  in  §  601.25(a). 

(b)  Deliberations  of  advisory  review 
panels.  The  deliberations  of  advisory 
review  panels  will  be  conducted  in 
accordance  with  §  601.25(d). 

(c)  Advisory  review  panel  report  to 
the  Commissioner.  An  advisory  review 
panel  shall  submit  to  the  Commissioner 
of  Food  and  Drugs  a  report  containing 
the  panel’s  conclusions  and 
recommendations  with  respect  to  the 
biological  products  falling  within  the 
category  of  products  reviewed  by  the 
panel.  The  panel  report  shall  include: 

(1)  A  statement  designating  the 
biological  products  in  the  category 
under  review  in  accordance  with  either 
§  601.25(e)(1)  or  §  601.25(e)(2). 

(2)  A  statement  identifying  those 
biological  products  designated  under 

§  601.25(e)(2)  that  the  panel  recommends 
should  remain  on  the  market  pending 
completion  of  further  testing  because 
there  is  a  compelling  medical  need  and 
no  suitable  alternative  therapeutic. 


'  Although  S  601.25(e)(3)  and  (f)(3)  is  proposed  for 
deletion,  it  is  referenced  here  and  will  be  the  text  of 
a  footnote  to  the  final  regulation. 
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prophylactic,  or  diagnostic  agent  for  the 
product.  In  making  this 
recommendation,  the  panel  shall  take 
into  account  the  seriousness  of  the 
condition  intended  to  be  treated, 
prevented,  or  diagnosed  by  the  product 
and  the  likelihood  that,  based  upon 
existing  data,  the  effectiveness  of  the 
product  can  eventually  be  established 
by  further  testing  and  new  test 
development.  The  report  shall  also 
recommend  with  as  much  specificity  as 
possible  the  type  of  further  testing  and 
new  test  development  required  and  the 
time  period  wit^  which  it  might 
reasonably  be  concluded. 

(d)  Proposed  order.  After  reviewing 
the  conclusions  and  recommendations 
of  the  advisory  review  panels,  the 
Commissioner  of  Food  and  Drugs  shall 
publish  in  the  Federal  Register  a 
proposed  order  containing  statements 
designating  each  biological  product 
reviewed  in  accordance  with 

§  601.25(e)(1)  and  (2)  and  the  full  panel 
report  or  reports  in  accordance  with 
§  601.25(f)(2).  The  proposed  order  shall 
further  identify  those  biological  products 
designated  under  §  601.26(c)(2)  that  the 
Commissioner  proposes  should  be 
permitted  to  remain  on  the  market 
pending  completion  of  further  testing 
because  there  is  a  compelling  medical 
need  and  no  suitable  alternative 
therapeutic,  prophylactic,  or  diagnostic 
agent  for  the  product.  In  making  this 
proposal,  the  Commissioner  shall  take 
into  account  the  seriousness  of  the 
condition  to  be  treated,  prevented,  or 
diagnosed  by  the  product  and  the 
likelihood  that,  based  upon  existing 
data,  the  effectiveness  of  the  product 
can  eventually  be  established  by  further 
testing  and  new  test  development. 

(e)  Final  order.  After  reviewing  the 
comments  on  the  proposed  order,  the 
Commissioner  of  Food  and  Drugs  shall 
publish  in  the  Federal  Register  a  final 
order  on  the  matters  covered  in  the 
proposed  order.  Where  the 
Commissioner  determines  that  there  is  a 
compelling  medical  need  and  no  suitable 
alternative  therapeutic,  prophylactic,  or 
diagnostic  agent  for  any  biological 
product,  the  final  order  shall  provide 
that  the  product  license  for  that 
biological  product  will  not  be  revoked, 
but  will  remain  in  effect  on  an  interim 
basis  while  the  data  necessary  to 
support  its  continued  marketing  are 
being  obtained  for  evaluation  by  the 
Food  and  Drug  Administration.  The  tests 
necessary  to  resolve  whatever 
effectiveness  questions  exist  shall  be 
described. 

(f)  Additional  studies  and  labeling.  (1) 
Within  30  days  following  publication  of 
the  final  order,  each  licensee  for  a 


biological  product  designated  as 
requiring  further  study  to  justify 
continued  marketing  on  an  interim 
basis,  pursuant  to  paragraph  (e)  of  this 
section,  shall  satisfy  the  Commissioner 
of  Food  and  Drugs  in  writing  that 
studies  adequate  and  appropriate  to 
resolve  the  questions  raised  about  the 
product  have  been  undertaken,  or  the 
Federal  Government  may  undertake  the 
studies.  The  Commissioner  may  extend 
this  30-day  period  if  necessary,  either  to 
review  and  act  on  proposed  protocols  or 
upon  indication  from  the  licensee  that 
the  studies  will  commence  at  a  specified 
reasonable  time.  If  no  such  commitment 
is  made,  or  adequate  and  appropriate 
studies  are  not  undertaken,  die  product 
license  or  licenses  shall  be  revoked. 

(2)  A  progress  report  shall  be  filed  on 
the  studies  every  January  1  and  July  1 
until  completion.  If  the  progress  report  is 
ipadequate  or  if  the  Commissioner  of 
Food  and  Drugs  concludes  that  the 
studies  are  not  being  pursued  promptly 
and  diligently,  or  if  interim  results 
indicate  the  product  is  not  a  medical 
necessity,  the  product  license  or  licenses 
shall  be  revoked. 

(3)  Promptly  upon  completion  of  the 
stu(fies  undertaken  on  the  product,  the 
Commissioner  of  Food  and  Drugs  will 
review  all  available  data  and  v^l  either 
retain  or  revoke  the  product  license  or 
licenses  involved.  In  making  this  review 
the  Commissioner  may  again  consult  the 
advisory  review  panel  which  prepared 
the  report  on  the  product,  or  other 
advisory  committees,  professional 
organizations,  or  experts.  The 
Commissioner  shall  take  such  action  by 
notice  published  in  the  Federal  Register. 

(4)  Labeling  and  promotional  material 
for  those  biological  products  requiring 
additional  stupes  shall  bear  a  box 
statement  in  the  following  format: 

Based  on  a  review  by  the  Panel  on  Review 
of  (insert  name  of  appropriate  panel)  and 
other  information,  the  Food  and  Drug 
Administradon  has  directed  that  further 
investigation  be  conducted  before  this 
product  is  determined  to  be  fully  effective  for 
labeled  indication(s). 

(5)  A  written  informed  consent  shall 
be  obtained  from  participants  in  any 
additional  studies  required  under 
paragraph  (f)(1)  of  this  section, 
explaining  the  nature  of  the  product  and 
the  investigation.  The  explanation  shall 
consist  of  such  disclosure  and  be  made 
so  that  intelligent  and  informed  consent 
be  given  and  that  a  clear  opportunity  to 
refuse  is  presented. 

(g)  Court  appeal.  The  final  order(s) 
published  pursuant  to  paragraph  (e)  of 
this  section,  constitute  final  agency 
action  from  which  appeal  lies  to  the 
courts.  The  Food  and  Drug 
Administration  wiU  request 


consolidation  of  all  appeals  in  a  single 
court.  Upon  court  appeal,  th^ 
Commissioner  of  Food  and  Drugs  may, 
at  the  Commissioner’s  discretion,  stay 
the  effective  date  for  part  or  all  of  the 
final  order  or  notice,  pending  appeal  and 
final  court  adjudication. 

Interested  persons  may,  on  or  before 
March  17, 19M,  submit  to  the  Dockets 
Management  Branch  (formerly  the 
Hearing  Clerk’s  office)  (HFA-305),  Food 
and  Drug  Administration,  Rm.  4-62,  5600 
Fishers  Lane,  Rockville,  MD  20857, 
written  comments  regarding  this 
proposal.  Four  copies  of  any  comments 
shall  be  submitted,  except  diat 
individual  may  submit  single  copies  of 
comments.  The  comments  are  to  be 
identified  with  the  docket  number  found 
in  brackets  in  the  heading  of  this 
document.  Received  comments  may  be 
seen  in  the  office  above  between  9  a.m. 
and  4  p.m.,  Monday  through  Friday. 

In  accordance  with  Executive  Order 
12044,  as  amended  by  Executive  Order 
12221,  the  economic  effects  of  this 
proposal  have  been  carefully  analyzed, 
and  it  has  been  determined  that  the 
proposed  rulemaking  does  not  involve 
major  economic  consequences  as 
de^ed  by  that  order. 

In  addition,  the  agency  has 
determined  that  the  proposed  rule 
should  only  afreet  a  small  number  of 
small  entities  as  defined  by  the 
Regulatory  Flexibility  Act  (Pub.  L  96- 
354).  FDA  therefore  certifies  that  the 
proposed  rule,  if  promulgated,  will  not 
have  a  significant  economic  impact  on  a 
substantial  number  of  small  entities. 

Dated:  January  13, 1981. 

Jere  E.  Goyan, 

Commissioner  of  Food  and  Drugs. 
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